U.S. Application No. 10/679,951 
Reply to Office Action of September 21, 2006 
Amendment dated February 6, 2007 

REMARKS 

Claims 39-42, 45-53, 55-59, and 61 were pending in the present application. By this 
Amendment, claims 39, 40, 41, 56, 57, and 58 have been amended and claims 50-53 and 55 have 
been canceled. Any cancellation of subject matter is made without prejudice to the right to 
present the canceled matter in a future continuing application. This Amendment does not 
introduce any new matter and thus its entry is respectfully requested. 

September 2L 2006 Office Action 

Examiner's Objections and Rejections Withdrawn 

As noted at pages 2-3 of the Office Action, the Examiner withdrew several previous 
rejections and objections in view of Applicants' Amendment filed June 22, 2006. 

Applicants acknowledge and appreciate the withdrawal of these rejections and objections. 

Examiner's Rejections under 35 U.S.C. SI 12, first paragraph 

The Examiner rejected claims 39-42, 45-53, 55-59, and 61 under 35 U.S.C. §112, first 
paragraph, as allegedly lacking full enablement. The Examiner has again acknowledged that the 
specification is enabling for a method of providing a prognosis for a breast cancer patient 
comprising measuring the ratio of uPAR del4+5 deletion variant to del2+3+4, but has repeated 
the assertion that the specification is not enabling for methods relating to other cancers, (i.e., 
methods for detecting other tumors associated with generation of uPAR deletion variants, 
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methods of predicting the risk, or methods for providing prognosis, in patients bearing tumors of 
other cancer types). The Examiner's full rationale is set forth at pages 3-8 of the Office Action. 
Essentially, the Examiner has asserted that the specification's working example shows only a 
single type of analysis in which a particular ratio (del4+5 cDNA versus del2+3+4 cDNA) is 
correlated with a particular prognosis for a particular cancer (breast). In the Examiner's view, 
this is not sufficient to enable a method encompassing the claimed genus of deletion variants, 
which includes del4 and del5, in addition to del4+5. The Examiner also has cited passages from 
several new references, asserting that they demonstrate it is unpredictable whether or not results 
similar to those found by Applicants for del4+5 in breast cancer would be found with other types 
of cancer. The Examiner has repeated the basic position that to enable the use of the claimed 
method for prognostic generalizations for all cancers, one of ordinary skill in the art would first 
need to engage in undue experimentation to determine whether or not expression of the del4+5 
splice variant is correlated with cancer prognosis in a variety of cancer types. 

The Examiner again also has noted that claims 40, 41 , 5 1 , 52, 57, and 58 recite 
"fragments," and has asserted that the specification does not teach any such fragments of wild 
type uPAR or of uPAR splice variants. 

The Examiner also again has asserted that claims 50-53, and 55, directed to methods of 
predicting the risk of cancer in a tumor-bearing patient (i.e., determining risk of tumor being 
malignant as opposed to benign), lack enablement because no working examples have been 
provided showing that detection of an uPAR deletion variant can discriminate between benign 
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and malignant tumors. Essentially, the Examiner again is relying on his assertion that the data 
provided in the specification is not sufficient to enable prediction of the risk of developing 
cancer. 

In response, without conceding the correctness of the Examiner's position, but to expedite 
allowance of the subject application, Applicants have amended the claims to remove reference to 
deletion variant uPAR-del4 and to fragments of the splice variants. Applicants also have 
canceled claims 50-53 and 55 without prejudice 

With respect to the Examiner's assertions that the remaining claims lack full enablement 
based on their inclusion of cancers other than breast cancer, and their recitation of the uPAR-del5 
deletion variant, Applicants respectfully traverse. 

In that regard, Applicants attach hereto data obtained from the final report on the research 
project on which the present application is based. In particular. Applicants attach a figure 
denoted Figure 3, which shows data on the mRNA expression analysis of the deletion variants 
uPAR-del4/5 and uPAR-del5 in comparison to the wild type deletion variant uPAR-del2/3/4 in 
other types of cancer (in addition to breast). Specifically, it can be seen that a high expression of 
the above-mentioned deletion variants (uPAR-del4/5 and uPAR-del5) could also be detected in 
other types of cancer such as prostate, bladder and kidney carcinomas. Hence, the data show a 
correlation between various tumor diseases and the splice variants uPAR-del4/5 and uPAR-del5. 

Furthermore, Applicants attach hereto a figure denoted Figure 2, which shows the results 
of an RT-PCR assay from which it can be concluded that the uPAR-del5 mRNA can be detected 
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with a high frequency in tumor cells (even if only with a low expression level). These data 
therefore clearly also show the high applicability of the deletion variant uPAR-del5 as a tumor 
marker, which is not known from the prior art. Accordingly, the attached data show that the 
present claims are fully enabled for types of tumors beyond merely breast cancer and are fully 
enabled for the recited deletion variant uPAR-del5. Therefore, Applicants respectfully request 
reconsideration and withdrawal of the enablement rejections under 35 U.S.C. §112, first 
paragraph. 

Examiner's Rejections under 35 U.S.C. SI 12, second paragraph 
The Examiner rejected claims 39-42, 45-49, 56-59, and 61 as being indefinite under 35 
U.S.C. §112, second paragraph. The Examiner has suggested adding a clause to claim 39 to 
overcome the rejection (see page 9 of the Office Action). The Examiner's bases for rejecting 
dependent claim 45 and independent claim 56 are set forth at page 9 of the Office Action. 
Essentially, the Examiner has asserted that these claims are unclear in describing how one arrives 
at a prognosis in a patient. 

In response, Applicants have amended claim 39 to include the phrase suggested by the 
Examiner. With respect to claims 45 and 56, Applicants direct attention to the disclosure found 
in the last paragraph of page 29 of the specification, which adequately describes to one of 
ordinary skill in the art how the recited correlation between the presence of the deletion variant 
and the prognosis would be made. In light of the above amendment to claim 39 and cited 
disclosure relating to the language of claims 45 and 56, therefore. Applicants believe the 
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Examiner's indefmiteness rejections have been fully overcome and respectfully request 
reconsideration and withdrawal of the rejection. 

In view of the above amendments and remarks, and the attached data. Applicants believe 
all of the Examiner's rejections set forth in the September 21, 2006 Office Action have been fully 
overcome and the present application is in condition for allowance. The Examiner is invited to 
telephone the undersigned if it is deemed to expedite allowance. 

Respectfully submitted, 



February 6, 2007 By 

Attorney for Applicants 
Registration No. 47,948 

ROTHWELL, FIGG, ERNST & MANBECK, p.c. 
1425 K Street, N.W., Suite 800 
Washington, D.C. 20005 
Telephone: (202)783-6040 



Attachment: data sheet 
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Expression analyses of uPAR-del4/5 and uPAR-del5 in different carcinoma cell lines 

Tiie results of the expression analyses conducted for an available panel of well 
characterised ATCC cell lines provided evidence for the occurrence of splice variants in all 
human tumour cell lines that were analysed. 



Figure 3: Relative expression (detected molecules in the measured batch) of wild type 
uPAR 2/3/4 (= uPAR FL). uPAR-del4/5 and uPAR-del5-mRNA in tumour cell lines 
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RT-PCR assay for the detection of uPAR-del5 mRNA 

The detection of uPAR-del5 mRNA has been carried out by means of a highly sensitive 
quantitative RT-PCR. 

Figure 2: Ratio of relative uPAR-del5 expression to the respective wild type uPAR-2/3/4/5 
mRNA expression in tissue extracts from primary breast carcinoma. 
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